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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JPOO/05690 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[^<J the international application as originally filed 

I I the description: 

pages 

pages 

pages 

I I the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



, as originally filed 

, as amended (together with any statement under Article 1 9 

, filed with the demand 



filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the intemational application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation fiimished for the purposes of intemational search (under Rule 23.1(b)). 

□ 

the language of publication of the intemational application (under Rule 48.3(b)). 

I I the language of the translation fiimished for the purposes of intemational preliminary examination (under Rule 55.2 and/ 

or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the intemational 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the intemational application in written form. 

filed together with the intemational application in computer readable form. 

fumished subsequently to this Authority in written form. 

fiimished subsequently to this Authority in computer readable form. 

The statement that the subsequently fumished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been fiimished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been fiimished. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 
the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



^ I I This report has been established as if (some oO the amendments had not been made, since they have been considered to go 
I — I 5eyond the disclosure as filed, as indicated in the Supplemental Box (Rule .70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed*' and are not annexed to this report since they do not contain amendments (Rule 70.16 

and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-cstablishmcnt of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



I I the entire international application. 



claims Nos. 



because: 



the said international application, or the said claims Nos. . 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet for continuation of Box III. 1. 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 7 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



I I the written form has not been furnished or does not comply with the standard. 

[ I the computer readable form has not been furnished or does not comply with the standard. 
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Supplemental Box 

(To be use d when the space in any of the preceding boxes is not sufficient) 

Continuation of: III. 1 - 

It is technically impossible to grasp the sort of 
chemical substances implied by the expression "compound" 
in Claim 1, since features such as chemical structure, 
properties or characteristics for specifying a chemical 
substance are unclear, and no specific examples are 
disclosed of new compounds that can be obtained by the 
method of evaluation described therein. 

Therefore, the invention set forth in the above 
claim is not clear and is not fully supported, and no 
meaningful opinion can be expressed. (PCT Article 
34 (4) (a) (ii) ) 
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rV. Lack of unity of invention 



1 . In response to the invitation to restrict or pay additional fees the applicant has: 
I I restricted the claims. 

I I paid additional fees. 

I I paid additional fees under protest, 

I I neither restricted nor paid additional fees. 

1^ This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1, 

2. lAJ not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13. 1, 13.2 and 13.3 is 
I I complied with. 

not complied with for the following reasons: 

See supplemental sheet for continuation of Box IV. 3. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 

in establishing this report: ' 

I I all parts. 

the parts relating to claims Nos. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of: IV. 3. 



The inventions set forth in Claims 1-4 are agents 
including known compounds for treating neuropathic pain, 
and the technical concept thereof depends on the specific 
physiological action of compounds having a specified 
structure . 

On the other hand, the inventions set forth in 
Claims 5 and 6 are a model animal for evaluating 
compounds for treating neuropathic pain, and a method of 
evaluation using the same, and the technical concepts 
thereof are said animals and the application thereof. 

The inventions set forth in Claims 1-4 and the 
inventions set forth in Claims 5 and 6 do not have any 
common feature other than the association with methods 
for treating the same condition; therefore, they differ 
in* technical concept . 

Therefore, the present application includes two or 
more inventions. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 . Statement 








Novelty (N) 


Claims 


1-6 


YES 




Claims 




NO 


Inventive step (IS) 


Claims 


5, 6 


YES 


Claims 


1-4 


NO 


Industrial applicability (lA) 


Claims 


1-6 


YES 


Claims 




NO 



2. Citations and explanations 

(Documents cited in the international search report) 

Document 1: EP, 577847, Al (Toray Industries Inc.), 12 
January 1994 (12.01.94) 

Document 2: H. Nagase et al., "Discovery of a 

structurally novel opioid K-agonist derived 
from 4, 5-epoxymorphinan", Chem. Pharm. Bull, 
1998, Vol. 46, No. 2, pp. 366-369 

Document 3: H. Keita et al., "Antinociceptive effect of 
kappa-opioid receptor antagonist that 
minimally crosses the blood-brain barrier 
(ICI 204448) in a rat model of mono- 
neuropathy", Eur. J. Pharmacol., 1995, Vol. 
277, No. 2-3, pp. 275-80 

Document 4: Leon F. Tseng et al., "Delta-1 opioid 

receptor-mediated antinociceptive properties 
of a nonpeptidic delta opioid receptor 
antagonist, (-)-TAN-67, in the mouse spinal 
cord", J. Pharmacol. Exp. Ther., 1997, Vol. 
280, No. 2, pp. 600-605 

{Explanation} - . 

The inventions set forth in Claims 1-4 do not 
involve an inventive step in the light of Documents 1-3. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

Documents 1 and 2 disclose compounds equivalent to 
the compounds in the present application, which act as 
selective K-opioid receptor agonists. 

Moreover, Document 3 shows that selective K-opioid 
receptor agonists are effective for treating neuropathic 
pain mediated by this receptor. 

Therefore, the use of a compound disclosed in 
Document 1 or 2 for neuropathic pain is obvious to a 
person skilled in the art. 

Moreover, although direct comparison with the k- 
opioid receptor agonist used in Document 3 is not 
possible, the effects thereof cannot be immediately 
considered surprising . 

The inventions set forth in Claims 5 and 6 are novel 
and involve an inventive step. 

Although Document 4 discloses causing pain in mice 
by using compounds mentioned in Claims 5 and 6, it is not 
clear that this can serve as a model for neuropathic pain. 
This is not obvious to a person skilled in the art from 
the account in Document 4 . 

The inventions set forth in Claims 1-6 are 
industrially applicable. 
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(57) Abstract: Remedies for neuropathic pain which contain as the active in- 
gredient compounds represented by general fonnula (I) (wherein R^ R^, R^ 
R^, R*, R^ R^, R*, A and B are each as defined in the description) or phar- 
macologically acceptable salts thereof; and model animals prepared by ad- 
ministering (+)-4a-(3-hydroxypheny l)-2-methy I- 1 ,2,3,4,4a,5, 1 2, 1 2a-octahy- 
dro-trans-quinolino[2,3-g]isoquinoHne. These remedies and model animals 
enable drug therapy for neuropathic pain and, moreover, evaluation of the 
therapeutic elfTects of compounds on neuropathic pain. 
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(CH2) „- (n = l-3) . -CH = CH- (CH2) „- (n = 0~4 
) . -C = C- (CH2) „- (n = 0-4) . -CH2-O-. -CH2-S-;6^' 

nmtM}:i\^x.m-fhi\.^. t^3-e^jg^^^l;6=»6 6c:>iS^T;^:3r^v^ -CH = 

CH- (CH2) „- (0 = 0-4) . -CH = CH-s -C = C-. -CH2O- 
^ */cl*. -CH2S-;5^$^^cif^tV^„ #tc-CH = CH-. S/c:l*-C=C 

O O c!^ 

(CH2)I n=\ 

. i (CH2)m^ /(CH2)n 

T 

^ri^o^^l^ (/cfc*UM^^i;6^6 5<z)T;i^:3f;i^. mM^\t>hs<r>T}Vzi^y 
. i^0l^l;5'»^5(^T;i'*y-i';i^;f=3s^^^. tKo=3?^'>. H'j; 
T^^x -HP^ i/ry^ V^7^v^T:^h. K ';7;i/7f*n;/^;b, h;b:7 
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B^m. T^y. >>Ty, v^:ti^T-^->x hy:7;U7f-o 

^;b:7 3:— 3, 4 3, 5 -i:^?tf';i^:7ai=.;p, 4-:?i 

h^iyy^=^J]^. 3 h^i^y'a:— 2 h:3fS/:7ai— 3, 4-i?>l 

4 - b KP=¥^>37ai^;u. 3 - h Kn#v'37i-;p. 3, 4- 
;L.7j-D >rai;=;b, 3, 4 - ix37;b:^-n 37 y?— :7;P::i'P37a:=.;P. 4-^ 
nP"7 3:— 3 -^nP7ai=i;u, 2-^nP7a:=.;K 3, 4-i?^ni37 
2, 4 -i>^uuys.—}i^. 2, 4. 5 - h y ^nn:7a=.;L'. 2, 4 
, 6 - h y ^i3Ci:7 3;^;u. 4 -^n^:7ai~;i^, 3 _^n^37 2 -y 
o^^i— 4 -— h n:7 3i^;u, 3-— hn^^— ;k 2 -~ h n^/oi— 

. 4-T5y73:— 3 -T5 y T?^^;!^. 2-T^y7a:— 4-hVy 

}i^:t^:^'f')vys.—}V. 3 - h y :7;u7f-p>tf-;i'7ai=.;K 2 - h y y'iPitn^t 
f-;i^7i-;i^. 4 - h y 37;b;tn^ h^v-^oi^:;!^. 3 - h y :7;^;^-p ^ N :3f^^ 
2 - h y :7;P;*-P:^ h:ifS/':7ai-;i^. 3, 4 - ;<l^UVi^;i-:if^/7a: 
3-:77=.;b. 2-:7^— 3 -f-x=.;i/, 2-f-ni=.;p, i/^p^V 

^ Mm^7iy^hi^<Dy3^=')]^T}v^)Vs mm§k4ii>>h7 (D7)i^^=-jv. ry;u 

11 
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A;6^-XC ( = Y) - (CCT-. Xl*NR\ S. ^fcliO^r^L. Y\tO^^\. 

. R'fi^7i^m^f^\±mm^if)^hB(DT)\^^}\^^m.-t) . -xc ( = y) z-. - 

X-. $ytl*-XS02- (CC-C% Xl*NR^:gr^L. Yl*0^fcl*S ^-^L. 
Z 1* N R * ^ fc I* O U . R * l*7k« ^ I* jg^^^ l;6^«D5(Z)T;i/^;i^^*-r) 
-e$>«9. B;6*- (CH2) „- (n = 0.-10) . - (CH2) n-C ( = 0) - ( 
n=l~4) ^ -CH = CH- (CH2) „- (n = 0~4)\ -C = C- (CH 
2) „- (0 = 0 — 4) . -CH2-O-. -CH2-S-. - (CH2) 2-0-C 
H2-. -CH = CH-CH = CH- (CH2) „- (n = 0-4) T-$>^. R^;6« 

0 0 

T : CH . N . S . O 

J— (CHa)l /=\ ,,0.5 

I I (CH2)m^ . /(CH2)n m . n ^ 0 

0. T^y. -hn, v-ry. vf-^f :>^t-^ N ^ h y T;i^7}-pyf-;u. h;i^37 

«9> R^J^^'TK^-efeS^b-^^I^^^^LVNo 

TU;U. ^V>^;U. T7a:^s5^;b. 2 5^;^^^ 

12 
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C ( = Y) Z- (CC-e, Xl*NR*^^t^ YliO^^L. R*ltmm^l:6>h 
SCDTJ^^^Jl^^m-T) -e$)'9. B;i^'- (CH2) „- (n= 1~3) . -CH = C 
H- (CH2) „- (n = 0-'4) . -C = C- (CH2) n- (n = 0~4) ^ - 

O (h ^=°-^ 



r^y. =^ho. >ry. ^vf-^i^ri-h. h U^;p:rc2>^f-;i^. hJi^y 

9. R';6«7k^-e3^5-fb-a-#*f^f^LV>o 
Cti^-IS^ (I) •V^-^ti^^}\^\:L-f':ymmW\t. #fFS2 5 2 5 5 5 2#k: 

mm.^mzn'^\.\^mHU^h\.-z\t. ^m^^. ^m.^. mm.^. ^itii^mm. 

y v=f^*lx mBWL'^> wt*;p^^x 

13 
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MMitmiik. ^^■^:^^mz}Z^\:^xm±mfR^ti^f}^. ^Alzi^Lx 

. ^^Mcom^s ^^^-^Mt LXIBO. OOOlmg-l sX^'Os ^P^fK 
om^. 0. 0 0 5mg- 1 0 g-c-$)i9 X ^ii^*tT.lllISfcl*^lHllc^itTiS-^ 

m^ti^ ^m^^h^-itxm^^^zt^x^. m^m^ti^mmt i^xm^nzm.'^^ 
ti^^oitti^^ti^. M^^mzm^-ttii^. ijLo-om. Jn^^m^ inmmm. 

v^'v. /NVb-rn^, 7:j;u^N*viff>. UK^-rv. ^n:^v^v. ^^vh^s 

U-h. h^-7K~;U. i?^PT7a::^y /7^;5i'^lf <^,tl5o 1^ 

14 
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mtm'M:^m^tznmo)um^tbM.^h. ^xnum. ^m¥?mm^ ij^-ffji^^ 

^h\z:i^mM\t. (II) 



R 




(II) 
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-hp. r^y. ^fzitTj]^^)VT ^ y ^m-to ] x^m^ti^^t^^^ 

'^^'7k^^ M0iSji;6^6 5£^T;u^;L'> mm^47!}^h7 0\y ^^tji^^)]^:^'^)]^. 
mm^5:6^h7 (Diy^uTJ\^^=.j]^:^^j]^^ yai=^)U. -tyf-)]^. mmWiT t^h 

hKn^i/, T'^zh^i/. T^Ptf7^y ^if^v^. x h v/-e$> «9 x R';5^7k 

0. hKn^i/, T-feh=if->'x :7'Pf;e-y xH^iy. ^Vi^n 

m.B^li)>hS(DT}V^}l'. ^m^lf)>h.5<DTJ]^n^iy^ 

■r— i^^p^^^-tr— ;L'^^;u. ^v>^;b. 7aiT-f-;i^x h^v;2>-2 

ycl*5^^7JcV-2-'r;i^yf-;L'-efe«9x R':;6i-7k0. t:KP=¥^'x Tirh^i^. 
S/ci±>t S:3f^/T'$>«9x R";6^'7K0. LKp^^^. T-feh^'>. T^h^i^. S^tli: 
-<Vi;?pdf^^-e$>«9x Xl*CH-e$>«9. ml*0;5^6 2(7)^|^-C$)'9x m®(7)RM* 

m^mwr^it(r>—m: (a) . (b) 



16 
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(A) 



(B) 



mzn^LKlt ( + ) - 4 a- (3 - t Ko=¥-i/37a:-;^) - 2 - :^^J\^- 1 
, 2, 3. 4, 4a, 5, 12, 1 2 a -t}"^ k Kn - h ^ - r^f [ 2 

. 3 -gj-f v:3j.>/y V 



Me 



H 
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5;6^<b 3 0 g a u g e COiil^i+^^VN^S C Lv>„ 

^fzwmmmit-m.^ (id <Dit^mo>^^^. ^tihonmA^'^^Lxm^^ 

izWi^^ti-r. ^(DM^M^cD^WL^^mL. "ttih^mmizmi^-^mx^^. 
mm\zz.^xmz<t^mmo>nmmm^m^rji'mmx^^^jt:t^'rz. t 

'^m±mm'i^mo>fz}sbo)m.m^o>mmzi^^tj:m^^%tzh-ro 
^T. ^^BM^mmmizm':$^^'oMc^mzm.m-t^o 

ddY^v^T. (^g^iSif&I^^^M2 2-2 5 g) ( 2 2 ± 1 5 5 

±5 %) ICTTT^T.T-i' y ^§3>r-v:?F*JT\ 1 2 l^ralB^Bf -9-^ ^;U(7)^#T-e 

( + ) -4a- (3 - t Kci=¥'>':7ai-;u) - 2 - 1 , 2, 3, 4. 

4a, 5, 12, 1 2a-;*-^5't Kn-h7V7.-:ify yy[2. 3-g]'rv 

18 
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denirWilcox (J. L. K. Hylden&G. L. Wilcox. E 
ur. J. Pharmacol. . 67:313-316. 1980) 0):fj^\Z 
^pi:. 3 0 g a u g e (^i+i: 2 5 ;u 1 fflOH am i 1 t o n s y r i n g e J^r 

^t-^^X^^m^^-^Lxm^^tl^ scratching, biting^ 
i;t/l i c k i n srfWit<Ei^mmKJto>nmh L. ^tih<DnWif>mm.LX^^ 

^nmm^t^t-^^xon^b ^m^^h 5 ^m. 20xi3xio cmommr 

Jl^m^-iy^-Vs i ng 1 e-b 1 i n dmzJzKim^Ltzo ^(DU^^mi 
iZTikLtzo ^t^^Xi: 7 . 5 u gym on s e 4il±£DiS:^-e*S. :6^^MS^fe# 
mziEL^nMKJty:^m:kLtzo C(D^t^^X(D 1 5 p. g/m o u s e iCcfc 
^ti^imi.nMKJt^ltm2izm-t^ ^ I^G AB AB^^^ffS&^B a c 1 o f e n 

(D^m^mmn^iz^'o. mM^^miz^m-^titzo L:^^Lfj:^^hm3iZ7r^'tJz 

9 \zMo r p h i n e (D^mf^m^^^-Vltit-^^XO 1 S a g/m ou se\Z 

B a c 1 o f e nit^^. Bsmmm'^0'^m^<tmj:}fizx^mmmm<Dii^ 

^^\ZJzV)iji^mi'Pm:fif^m^-t^Ctf>mhtiX^^^o 3^lcBaclofen(5[) 
Wflf^ig^iCi: 0 #MS1±^« (neuropathic pain) Itm^^ 

ti. mmziB\r^xnmmiimm\zn-t^^mmt Lxo)mm:^mn-^tix\^^^o 
tA^h. <t^^±^mf^^-¥izx^im^ti^:^'^r)mm^^ ^mmammo 

d dV^^O?^ im^m!f^mi$m.2 2-2 5 g) ^IISHS (2 2 ± ISv 5 5 
±5%) izxy'7 7.T-'{ y^m^-i>i^X\ 1 2NF(SBJBfi^^^;KZ)##TT'«i 
WLfco nt5i:Xfii:ltthiZ!^mmf5LtLtzo 

19 
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ilcox (J. L. K. Hylden&G. L. Wilcox, Eur. J. 
Pharmacol. , 67 :313-316. 1980) cr>-}f^\zm\:^ . 3 0 
g a u g eO)i^il 25 ul ffl(7)Ham ilton syringe ^ffiV^fc» 

mimtj:^}:^:i'^ i^ tc^mmmii-ft^^-r^^^ (-) - i 7^>'^nrptr;p-3 

, 14 iS ->5 1 K 13 -4 , 5 a -x# -6 5 -CN- >i h ^ V -3- ( 3- 7 y r ^ 



(H. Nagase et al. Chem. Pharm. Bull. 46, 
3 6 6. 1 9 9 8) t:^m?^\z4t^^Xtmmzn^L. ^<35#^Sf±^^jc>^ 
"f 5^lliSr> scratching, bitin g j3j:tJ* 1 i c k i n sffWitj: 

it-^mz^it^mx (i5yg/mouse) onm^^-s ^m^^h S^Wi^ 2 

0x13x10 cmOii0^T^ll;i^iJ^->^P«1T's i ng 1 e-b 1 i ndi*lc<fc 
® 4 ic^ -fb-^^J 2.1* 1 0 nm o 1 /m o u s e "C^Si^J^Tk^^S^i: Jti^ 

^ife^3 :4*igH1i^««i^{^ffi(^M-2 
i^^tc. ^fc-S-^ 2.^ l$/cl*3nmol /m o u s e O^^Sfflfi-eWMP^lw-fb-^-^ 



OH 




2 
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;^^MV^-C^f^L/co ■f^.^t5*>A. B. Malmberg and A. I.B 

asbaum (Pain. 76, 215-222, 1998) h<Dli^^0^''J^^^ 

^(0^ti^2:^(Dv on Frey hair(0. 17. 1.48g) $-MV^ 
fzo #^tm4 3lPHm5^UfcV^7.^T^ y ;u>r-v^ (90x100x300 mm 
) {l^tj:< t^3 0^!^mm\zmhVtz(D-^. ^MJSl^lcSiLlc v o n 

Frey h a i r 3 l^gSiiM Lfco Cti'l'^^ife^ Ic 6 

m^^ilUfco Z<0t^<DKmt^T(0J:d\Z7.nT^'Z>\,i'tz. 
0 : *t;SJ^x. 1 : mt0 lifting. 2 : mi$Oi5iVN3i3gRit^i3<fct>' f 1 i 
n c h i n g 

L . #*SJ£c^ ^zirt ^RSJET. zi *T Pt* -T -TiSi: tJ«3f t u 

4r^i-o Yb'&#j2.i±^iit^i^7kic-^i?L. m-mt^kTi^-^Ltz. tj:iQ?^mmmit 
±m±i^yktLtzo ^^^m7 izTTiLtzo m^^^MiziQ^^xmmt^T^'f^ 

m^^mt^nmw:t7ri^t£:b^^fzo t^^B. 2mm^izm^<D^W:itm^Lfzo 

21 
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^f^f bfco '{^m^^Osmit. Pain. 86, 95-101, 200 012^(35 
T ^ V ^ 5<J#-t -5 § C ^ X»^'1E0^ ^ tifc o C <35 C 2^ Hife 
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1. -^^ (I) 




(I) 



4:d^h7 <7)U^u T}l'^}VT)\^^}^^. M^fk 5:b^h7 Oi^^vi t}V^=-}VT 

ii^hSOTJl'^JU^^L. R'Utykm. mm^lA^h5<DT)l^^)l'. -C ( = 0 
) R^'^«L. R^n^TK*. y^=^)V. ^m^l7!>^h5<7)rjl'^J\^^mL. R'lt 

5<or}l^z2^iy^mL. Alt-XC ( = Y) -XC ( = Y) -x-^ 
fci*-xso2- (cc-ex. Y, zi±#-«r®iz:tt:NR\ S^tiitO^mL. 

> 3*!7^. T5/x -bPx v'T/x h y 37;U;tn7tf-;L'. :feJ;tJ^7iy 

hi:<. l;5=»f>3^0<^:/^^i✓S;5^:^;^5^?-;^S-c^3#;5*^^oTV^T*,J:v^) . 
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Q 

a 



CO 



Q:N.O.S 



T : CH . N . S . O 

(CH3)1 /=>^ ,^^.5 

(CH2)m^ /(CH2)n 

m . n ^ o 
m + n ^5 



T^y. -ho. >ry. -i v^^Ti-yri-h ^ hVyji^^^:^f'J\^. hJi^y 
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C ( = Y) (CC-eXl*NR\ S. ^fcliO^^L. YttO$-^L. R*;4« 
tK^, S/cl*M^^l75^^ 5 0T;U:ir;i'^^-r) . -XC ( = Y) Z-> -X- 
. ^fctt-XS02- (CC-e. Xld:NR*$:aL, YttO^fdiS $-^L, Ztt 
NR^$/c:l*0:fe:*L. Rn^TK^^fcttig^^^ 1 5 OTil-^^P^^-r) "Cfe 
BM- (CH2) „- (n = 0~10) . - (CH2) „-C ( = 0) - (n = 
1-4) . -CH = CH- (CH2) n- (n = 0~4) . -C = C- (CH2) „ 
- (n = 0-'4) . -CH2-O-. -CH2-S-. - (CH2) 2-O-CH2- 
. -CH = CH-CH = CH- (CH2) n- (n = 0-4) -C$>«9. R^;6^7K0S 




0 0 Q 



□ 



(CH2)I T:CH.N.S.O 



(CH2)m^^/(CH2)n l^" ° 0 

m + n ^5 
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Y) -^fcl*-XC ( = Y) Z- (CCT% Xl*NR*$-*L. YliO^^^L. Z 
t±NR*^fcl*0$-^L. RM*M0^1j6'»6 5OT;i^df;i'5^5Si-) -e$> «9 ^ B;4« 
- (CH2) n- (n=l~3) . -CH = CH- (CH2) n- (n = 0~4) . 
-C = C- (CH2) n- (n = 0~4) . -CH2-O-. -CH2- S --C$>«9 



X mmwciA>h5 0T}]^tfy ^ t:Kn:afv'. ^m. ^m. 3^ 

T^y. -ho. i/ry. ^ y=^:i-iyTi'h . h V 37;U7rD>if-;p, h;U77 

5. ( + ) -4a- (3 - 1 Kn:if:i>'7 3i^;p) -2-^^;i^-l. 2, 3, 4 
. 4a, 5, 12. 1 2 a -/J-^^? t Kn- y y [2. 3-g]-f 
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7. if^3i6ffi^0M:&*i^j:i9^f ?3ix5^t:##r. 
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m 1 

V 




2001 
^ 150H 
Hz lOOH 



m 



50- 



3.75 7^ 15.0 30.0 
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m2 

3> 



tr: 



160 • 



120 - 




Baclofen(ng/CC) 



<k^1^J_(15/<g/E) 
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200 

^ 16o^ 

in 

120H 
S 80 
^ 40 



''AJZZZZZZZZZL. 



10 



17 



30 



fl:^'-IIJ2.(nmol/E) 



fl:^i|^X(l5/.g/E) 
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